For this purpose, the 1x MBC of rifampicin for 10 8 cells/ml of arr-KO was first 244 determined to be 2.08 µg/ml. This was significantly (~20-fold) lower than the 1x MBC 245 of rifampicin (42 µg/ml) for the WT reported recently by us (50; Fig. S2A and B).
246
However, the 1x MBC of moxifloxacin, against which arr does not confer tolerance 247 (antibiotic control), was determined to be 0.125 µg/ml for arr-KO ( Fig. S2C ) and 0.133 248 µg/ml for WT, as reported (50), which were comparable ( Fig. S2D ). Thus, the MBCs 249 of moxifloxacin for the WT and arr-KO strains were not different, and the reduction 250 was found only in the MBC of rifampicin for arr-KO, as compared to that for WT. This 251 confirmed the specificity of the activity of Arr, which is known to inactivate rifampicin 252 only (15, 17), thereby specifically influencing the MBC of rifampicin only, and not that 253 of moxifloxacin. cells showed variation in the resister generation frequency, as compared to those of 260 WT, against the respective 3x MBC of rifampicin (n = 9 for each sample) ( Fig. 3A, B ).
254

Rifampicin-resister generation frequency of the MLP cells of arr-KO and WT. We
261
Although the resister generation frequency of arr-KO was most often higher than that 262 of WT, there was no significant difference between the values of arr-KO and WT ( Fig.   263 3A, B). However, when they were exposed to their respective 4x and 5x MBCs of 264 rifampicin, the resister generation frequency of the WT strain decreased progressively 265 and significantly, but not that of the arr-KO strain ( Fig. 3C ). Interestingly, the resister 266 generation frequency of the arr-KO MLP cells continued to remain comparably higher 267 but not significantly different against the 3x, 4x and 5x MBCs of rifampicin ( Fig. 3C ).
268
The lack of change in the resister generation frequency of the arr-KO MLP cells against novo at very high frequency as the respective antibiotic-resistant genetic mutants.
282
From these persisters specific to the antibiotics, genetic mutants that were resistant to 283 other antibiotics could also be selected, which was an outcome of the genome-wide 284 mutagenesis by the elevated levels of ROS (36, 50). In view of these observations,
285
the arr-KO and WT strains were exposed to high MBC of rifampicin for prolonged 286 duration to find out whether the absence of arr would cause any alteration in the 287 response of the arr-KO mutant to rifampicin upon proloned exposure or behave in a 288 manner similar to the WT strain. Resisters were named in the order of the culture amongst the triplicates, the hour from which they were isolated and the colony number. c Amino acid position in Mtb is given in parenthesis. Note: For reporting the amino acid position change in Mtb references E. coli numbering is used and 445 amino acid position of Mtb corresponds to 526 of E. coli. strains from the CFU/ml values from the rifampicin plates and rifampicin-free plates in 381 the Fig. 4A and B , respectively, showed high resister generation frequency of the order 382 of 0.394 ± 0.171 and 0.578 ± 0.2581, respectively. These rifampicin-resister 383 generation frequencies of the WT and arr-KO persister cells were comparable, but 384 were ~8-log10-fold higher than the resister generation frequencies of their respective 385 MLP cells, which was strongly indicative of very high levels of hydroxyl radical in these 386 persister cells. ) , and thiourea-treated rifampicin persister phase (RIF Pers+TU) cells of the WT and arr-KO strain, detected using EPR (n = 3, in each case). (B) The average HPF median fluorescence, normalised with its respective autofluorescence, from the MLP, killing, persister (Pers) and regrowth (RG) phases of the rifampicinexposed cells of the WT and arr-KO strain (n = 3, in each case). One asterisk (*) indicates P value less than or equal to 0.05 (P ≤ 0.05), two asterisks (**) indicate P value less than or equal to 0.01 (P ≤ 0.01) and three asterisks (***) indicate P value lesser than 0.001 (P < 0.001). The statistical significance was calculated using two-tailed paired ttest. In (B) the significance denoted on top of the bars are with respect to its corresponding MLP.
actively growing MLP cells of arr-KO (10 -7 ) and WT (10 -8 ) was in agreement with this 505 implication. Nevertheless, the high levels of the mutagenic ROS, hydroxyl radical, in 506 the arr-KO cells found in our study were consistent with the suggested role for Arr in 507 DNA repair-related events (28), which also involves ROS. Thus, the findings in the 
